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DETAILED ACTION 

1 . The Election filed August 1 3, 2007 in response to the Office Action of July 1 1 , 
2007 is acknowledged and has been entered. Applicants elected without traverse Group 

1, the species of chemotherapeutic "temolozomide," and the species of dendritic cell 
"primed". 

Claims 1-24 are pending. Claims 21-24 are withdrawn from further consideration 
by the examiner under 35 CFR 1.142(b) as being drawn to non-elected inventions. 
Claims 4 and 15 are withdrawn as being drawn to non-elected species. Claims 1-3, 5-14 
and 16-20 are currently under prosecution. 

Specification 

2. The disclosure is objected to because of the following informalities: There 
appears to be incongruent statements on page 5, lines 5-9 ([10]) in reference to Figure 
2. The specification states: "Survival of the vaccine + chemotherapy group was 
significantly greater relative to both survival in the other two groups, and greater than 
survival in the chemotherapy group alone". However, the specification subsequently 
states: "Survival of the vaccine group tended to be lower but was not statistically 
different than that of the vaccine + chemotherapy group". It is unclear how the survival 
of the vaccine + chemotherapy group can be significantly greater than both other groups 
(which includes the vaccine group) at the same time the vaccine group is not statistically 
different from the vaccine + chemotherapy group. It appears the specification intends to 
state in lines 5-6 that the survival of the vaccine + chemotherapy group is significantly 
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greater relative to the combined survival values of the other two groups (vaccine group 
and chemotherapy group). Clarification is required. 

Claim Rejections -35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

3. Claims 3 and 14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. The claims recite "wherein said DC are autologous 

« 

tumor antigen-presented DC". It is unclear if the adjective "autologous" is intended to 
describe the tumor antigen, the DC itself, or both. Clarification is required. For 
examination purposes, Examiner interprets the claim to mean the DC are autologous. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
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only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 

4. Claims 1, 5, 6, 12, 16, and 17 are rejected under 35 U.S.C. 102(b) as being 
anticipated by long et al (Cancer Research, 2001 , 61 :7530-7535). 

The claims are drawn to a method for treating a disease condition in a mammal, 
comprising: administering at least one vaccination of dendritic cells (DC) to said 
mammal; and administering a regimen of chemotherapy to said mammal (claim 1), 
wherein administering said at least one vaccination further comprises administering at 
least three vaccinations of DC (claim 5), wherein each of said at least one vaccination 
comprises from about 10 5 to about 10 7 DC (claim 6), a method of increasing 
chemosensitivity of a mammal comprising: providing at least one vaccination of DC; and 
administering said at least one vaccination of DC to said mammal (claim 12), wherein 
administering said at least one vaccination further comprises administering at least 
three vaccinations of DC (claim 16), wherein each of said at least one vaccination 
comprises from about 10 5 to about 10 7 DC (claim 17). 

It is noted the specification discloses that a "disease condition" includes cancer 
(P- 7, [23]). 

Tong et al teach a method for treating cancer in a mammal (mouse) comprising 
administering four separate injections of DC with each injection at an amount of 10 6 DC, 
subsequent to three treatments of chemotherapy (abstract; p. 7531 , col. 1). Tong et al 
teach that the combination of chemotherapy with DC treatment markedly enhanced 
survival of mice with tumors as compared to mice treated with chemotherapy or DC 
alone (p. 7531 col. 2 through p. 7532, col. 2; Figures 1C, 2C, 3). Administration of DC 
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and chemotherapy resulted in enhanced suppression or complete suppression of tumor 
growth compared to mice treated with either DC or chemotherapy alone (p. 7531 col. 2 
through p. 7532, col. 2; Figures 1A, B and 2A, B). Although Tong et al does not 
specifically state the method increases chemosensitivity of a mammal, the method 
taught by the prior art comprises the same method steps of providing at least one 
vaccination of DC and administering said at least one vaccination of DC to said 
mammal as recited in the claimed method, hence the method taught by the prior art 
would increase chemosensitivity of a mammal. 

5. Claims 12-14, 16, 17, 19 and 20 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Yu et al I (Cancer Research, 2001, 61:842-847, IDS). 

The claims are drawn to a method of increasing chemosensitivity of a mammal 
comprising: providing at least one vaccination of DC; and administering said at least 
one vaccination of DC to said mammal (claim 12), wherein said DC are primed ex vivo 
(claim 13), wherein said DC are autologous tumor antigen-presented DC (claim 14), 
wherein administering said at least one vaccination further comprises administering at 
least three vaccinations of DC (claim 16), wherein each of said at least one vaccination 
comprises from about 10 5 to about 10 7 DC (claim 17), whereby chemosensitivity of said 
mammal is increased with respect to chemotherapeutic treatment of a cancer of the 
central nervous system or glioblastoma multiforme (claims 19 and 20). 
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Yu et al I teach a method of treating glioblastoma multiforme comprising 
administering three vaccinations of 10 6 DC to patients (mammalian), wherein the DC 
are autologous and primed ex vivo (abstract; p. 842, both columns; p. 843, col. 1 last 
paragraph bridging to col. 2). Although the reference does not specifically teach that the 
chemosensitivity of the patient is increased or increased with respect to 
chemotherapeutic treatment of glioblastoma multiforme, the method taught by the prior 
art comprises the same method steps of providing at least one vaccination of DC and 
administering said at least one vaccination of DC to said mammal as recited in the 
claimed method, hence the method taught by the prior art would increase 
chemosensitivity of a mammal and increase chemosensitivity with respect to 
chemotherapeutic treatment of glioblastoma multiforme. 

6. Claims 1-3, 8, 10-14, 19, and 20 are rejected under 35 U.S.C. 102(b) as being 
anticipated by US Patent Application Publication 2002/01 19121 , Vitiello et al, filed 
9/6/2001, published 8/29/2002. 

The claims are drawn to a method for treating a disease condition in a mammal, 
comprising: administering at least one vaccination of dendritic cells (DC) to said 
mammal; and administering a regimen of chemotherapy to said mammal (claim 1), 
wherein said DC are primed ex vivo (claim 2), wherein said DC are autologous tumor 
antigen-presented DC (claim 3), wherein said administering of said at least one 
vaccination of DC occurs prior to administering said regimen of chemotherapy to said 
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mammal (claim 8), wherein said disease condition is a cancer of the central nervous 
system and is glioblastoma multiforme (claims 10 and 1 1); a method of increasing 
chemosensitivity of a mammal comprising: providing at least one vaccination of DC; and 
administering said at least one vaccination of DC to said mammal (claim 12), wherein 
said DC are primed ex vivo (claim 13), wherein said DC are autologous tumor antigen- 
presented DC (claim 14), whereby chemosensitivity of said mammal is increased with 
respect to chemotherapeutic treatment of a cancer of the central nervous system or 
glioblastoma multiforme (claims 19 and 20). 

Vitiello et al teach a method of treating cancer in a patient (mammalian) 
comprising administering DC to a patient prior to, during, or subsequent to 
chemotherapy treatment ([2]; [83]; [135]; [140]), wherein the DC are autologous and 
primed ex vivo with tumor antigens from the patient ([36]; [59]; [65-72]; [79-83]; [96]; 
[99]; [102-103]; [1 14]), wherein the cancer is glioblastoma multiforme ([51]; Table 1). 
Although the reference does not specifically teach that the chemosensitivity of the 
patient is increased or increased with respect to chemotherapeutic treatment of 
glioblastoma multiforme, the method taught by the prior art comprises the same method 
steps of providing at least one vaccination of DC and administering said at least one 
vaccination of DC to said mammal as recited in the claimed method, hence the method 
taught by the prior art would increase chemosensitivity of a mammal and increase 
chemosensitivity with respect to chemotherapeutic treatment of glioblastoma 
multiforme. 
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7. Claims 1-3, 5, 6,7, 10-14, 16-20 are rejected under 35 U.S.C. 102(e) as being 
anticipated by US Patent Application Publication 2004/0057935, Yu et al II, filed 
9/20/2002, published 3/25/2004. 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1 .132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application. and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1.131. 

The claims are drawn to a method for treating a disease condition in a mammal, 
comprising: administering at least one vaccination of dendritic cells (DC) to said 
mammal; and administering a regimen of chemotherapy to said mammal (claim 1), 
wherein said DC are primed ex vivo (claim 2), wherein said DC are autologous tumor 
antigen-presented DC (claim 3), wherein administering said at least one vaccination 
further comprises administering at least three vaccinations of DC (claim 5), wherein 
each of said at least one vaccination comprises from about 10 5 to about 10 7 DC (claim 
6), wherein each of said at least one vaccination of DC comprises about 10X10 6 to 
about 40X1 0 6 DC (claim 7), wherein said disease condition is a cancer of the central 
nervous system and is glioblastoma multiforme (claims 10 and 1 1); a method of 
increasing chemosensitivity of a mammal comprising: providing at least one vaccination 
of DC; and administering said at least one vaccination of DC to said mammal (claim 12), 
wherein said DC are primed ex vivo (claim 13), wherein said DC are autologous tumor 
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antigen-presented DC (claim 14), wherein administering said at least one vaccination 
further comprises administering at least three vaccinations of DC (claim 16), wherein 
each of said at least one vaccination comprises from about 10 5 to about 10 7 DC (claim 
17), wherein each of said at least one vaccination of DC comprises about 10X10 6 to 
about 40X1 0 6 DC (claim 18), whereby chemosensitivity of said mammal is increased 
with respect to chemotherapeutic treatment of a cancer of the central nervous system or 
glioblastoma multiforme (claims 19 and 20). 

Yu et al II teach a method of treating cancer comprising administering DC to a 
patient (mammalian) ([2-12]; [15-1 9]; [24-25]; Examples 1-9), wherein the DC can be 
autologous and primed ex vivo with a tumor antigen before administration to the patient 
([9-10]; [27]), wherein the patient can receive from one to about five administrations of 
10 6 DC, wherein the patient can be administered with about 10 5 to about 10 7 DC, which 
would include doses in the range of about 10X10 6 to about 40X1 0 6 DC ([33]), wherein 
the method further comprises administering chemotherapy either prior to or 
simultaneously with DC ([34]), and wherein the cancer is of the central nervous system 
or is glioblastoma multiforme ([3]; [25]; Examples 1-6). Although the reference does not 
specifically teach that the chemosensitivity of the patient is increased or increased with 
respect to chemotherapeutic treatment of glioblastoma multiforme, the method taught 
by the prior art comprises the same method steps of providing at least one vaccination 
of DC and administering said at least one vaccination of DC to said mammal as recited 
in the claimed method, hence the method taught by the prior art would increase 
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chemosensitivity of a mammal and increase chemosensitivity with respect to 
chemotherapeutic treatment of glioblastoma multiforme. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1 and 9 are rejected under 35 U.S.C. 103(a) as being obvious over US 
Patent Application Publication 2004/0057935, Yu et al II, filed 9/20/2002, published 
3/25/2004, in view of Friedman et al (Clinical Cancer Research, 2000, 6:2585-2597). 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome 
by: (1) a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not an 
invention "by another"; (2) a showing of a date of invention for the claimed subject 
matter of the application which corresponds to subject matter disclosed but not claimed 
in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 
1.131; or (3) an oath or declaration under 37 CFR 1.130 stating that the application and 
reference are currently owned by the same party and that the inventor named in the 
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application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
in accordance with 37 CFR 1 .321(c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 

The claims are drawn to a method for treating a disease condition in a mammal, 
comprising: administering at least one vaccination of dendritic cells (DC) to said 
mammal; and administering a regimen of chemotherapy to said mammal (claim 1), 
wherein said regimen of chemotherapy includes the administration of temolozomide 
(claim 9). 

It is noted the specification discloses that a "disease condition" includes cancer 
(P- 7, [23]). 

Yu et al II teach a method of treating glioblastoma multiforme comprising 
administering DC to a patient (mammalian) wherein the method further comprises 
administering chemotherapy as set forth above. 

Yu et al II does not teach that the chemotherapy is temozolomide. 

Friedman et al teach successful treatment of glioblastoma multiforme in patients 
comprising administering temozolomide (abstract; Table 4; p. 2592, col. 1; Fig. 2). 
Friedman et al teach that combining two or more drugs that have different cytotoxic 
mechanisms or are subject to different mechanisms of resistance can produce 
synergistic effects. Temozolomide can be coadministered with various agents (p. 2593, 
col. 1 ; p. 2594, col. 1 , last para). 
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It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use temozolomide as the chemotherapeutic in the 
method taught by Yu et al II because Friedman et al teach using temozolomide to treat 
glioblastoma multiforme. One would have been motivated to use temozolomide as the 
chemotherapeutic in the method taught by Yu et al II because Friedman et al 
demonstrate that temolozomide successfully and safely treats glioblastoma multiforme 
and expressly suggests combining temolozomide with other agents that use different 
cytotoxic mechanisms to produce synergistic effects. One of ordinary skill in the art 
would have a reasonable expectation of success treating glioblastoma multiforme with 
DC and temolozomide because both agents are known to treat glioblastoma multiforme. 

9. Claims 1 and 9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US Patent Application Publication 2002/0119121, Vitiello et al, filed 9/6/2001, published 
8/29/2002, in view of Friedman et al (Clinical Cancer Research, 2000, 6:2585-2597). 

The claims are drawn to a method for treating a disease condition in a mammal, 
comprising: administering at least one vaccination of dendritic cells (DC) to said 
mammal; and administering a regimen of chemotherapy to said mammal (claim 1), 
wherein said regimen of chemotherapy includes the administration of temolozomide 
(claim 9). 

It is noted the specification discloses that a "disease condition" includes cancer 
(P. 7, [23]). 
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Vitiello et al teach a method of treating glioblastoma multiforme comprising 
administering DC to a patient (mammalian) wherein the method further comprises 
administering chemotherapy as set forth above. 

Vitiello et al does not teach that the chemotherapy is temozolomide. 

Friedman et al teach successful treatment of glioblastoma multiforme in patients 
comprising administering temozolomide (abstract; Table 4; p. 2592, col. 1; Fig. 2). 
Friedman et al teach that combining two or more drugs that have different cytotoxic 
mechanisms or are subject to different mechanisms of resistance can produce 
synergistic effects. Temozolomide can be coadministered with various agents (p. 2593, 
col. 1; p. 2594, col. 1, last para). 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to use temozolomide as the chemotherapeutic in the 
method taught by Vitiello et al because Friedman et al teach using temozolomide to 
treat glioblastoma multiforme. One would have been motivated to use temozolomide as 
the chemotherapeutic in the method taught by Vitiello et al because Friedman et al 
demonstrate that temolozomide successfully and safely treats glioblastoma multiforme 
and expressly suggests combining temolozomide with other agents that use different 
cytotoxic mechanisms to produce synergistic effects. One of ordinary skill in the art 
would have a reasonable expectation of success treating glioblastoma multiforme with 
DC and temolozomide because both agents are known to treat glioblastoma multiforme. 



10. 



Conclusion: No claim is allowed. 
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1 1 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Laura B. Goddard, Ph.D. whose telephone number is 
(571) 272-8788. The examiner can normally be reached on 7:00am-3:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shanon Foley can be reached on 571-272-0898. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-91 99 (IN USA OR CANADA) or 571 -272-1 000. fj 



Laura B Godc 
Examiner 
Art Unit 1642 
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